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Also the description of the therapeutic application as "transmethylation 
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preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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Comments on item V 

1 . Composition comprising components A, B and C, as defined in claims 1 -2 and 5- 
1 1 are known from the following documents: 
D1 : EP-A-0 347 864; 27 December 1989 (see page 3, lines 7-13)- 
D2: WO 98 33494 A; 6 August 1 998 (see Table 3); 
D3: FR-A-2 583 640; 26 December 1 986 (see claims 1 , 3, 5); and 
D4: WO 98 18491 A; 7 May 1998 (see p.21, 1.10 - p.23, 1.1 1). 
The subject-matter of claim 1 is construed as a composition containing A, B and 
C, wherein many other ingredients may be present, due to the use of the term 
"comprising", which leaves the number of components open. For this reason the 
composrtions described in D1-D4 take away the novelty of claim 1 , even though 
they contain other components in addition to A, B and C. 

1.1 It should be noted that a claim with the wording "Composition consisting of A B 
and C" would not be regarded as inventive unless a surprising effect was proven 
with respect to the known compositions disclosed in D1-D4. 

1 .2 Claims 7-1 1 lack novelty for the reasons set forth in section 1 , as they refer to the 
same compositions of claims 1 -6. It appears that the compositions described in 
D1 -D4 would also be suitable for the treatment and prevention of the disorders 
mentioned in claims 7-1 1 (see PCT Guidelines, III, 4.8). In any case, the specific 

. therapeutic uses indicated in the aforementioned claims have been already 
disclosed: see D1, p.1, 1.1-9 and D2, p.3, 1.10-12. 

1 .3 The subject-matter of claim 12 seems to lack novelty for the following reasons- 
even though the term "transmetilation disorders" is unclear (see Item VIII) 
cardiovascular diseases appear to be included therein, and D1 and D2 disclose 
the use of a composition containing A, B and C for the preparation of a 
composition for treating cardiovascular disorders (see at the places indicated in 
section 1.2). 



Having regard to the present prior art the subject-matter of claims 3-4 seems to be 
novel, since all the four documents cited refer to folic acid. However, it could not 
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be regarded as inventive, since it is generally known to the skilled in the art that 
folic acid is naturally metabolized to THFA, and THFA becomes 5-methyl THFA 
during the folate cycle. There seems to be no technical difference in using either 
folic acid or one of its metabolites, especially as D5 (DUELL ET AL; CURRENT 
OPINION IN LIPIDOLOGY, vol. 8, no. 1, February 1997, pages 28-34) states that 
the levels of homocysteine, which is an important risk factor for atherosclerotic 
vascular disease, can be reduced with pharmacological doses of folic acid (see 
the abstract and Figures 2-3). 
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AppficationNo PuMicationdate Ringdale Priority date fva/tf c/a/ m , 
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PCT/US97/07122 12.11.98 05.05.97 

US-A-5 976 568 02.11.99 21.02.97 



Comments on item VII 



Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D1-D4 is not mentioned in the description, nor are 
these documents identified therein. 

Those parts of the description referring to the spirit of the invention (see p. 12) 
should be deleted (see PCT Guidelines, III, 4.3a). 



Comments on item VIII 



1. 



Claim 1 does not meet the requirements of Article 6 PCT in that the matter for 
which protection is sought is not clearly defined. Components A and B are defined 
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be regarded as inventive, since it is generally known to the skilled in the art that 
folic acid is naturally metabolized to THFA, and THFA becomes 5-methyl THFA 
during the folate cycle. There seems to be no technical difference in using either 
folic acid or one of its metabolites, especially as D5 (DUELL ET AL; CURRENT 
OPINION IN LIPIDOLOGY, vol. 8, no. 1, February 1997, pages 28-34) states that 
the levels of homocysteine, which is an important risk factor for atherosclerotic 
vascular disease, can be reduced with pharmacological doses of folic acid (see 
the abstract and Figures 2-3). 
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US-A-5 976 568 02. 1 1 .99 21 .02.97 



Comments on item VII 

1 . Contrary to the requirements of Rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1-D4 is not mentioned in the description, nor are 
these documents identified therein. 

2. Those parts of the description referring to the spirit of the invention (see p. 12) 
should be deleted (see PCT Guidelines, III, 4.3a). 



Comments on item VIII 



1 . Claim 1 does not meet the requirements of Article 6 PCT in that the matter for 
which protection is sought is not clearly defined. Components A and B are defined 
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Comments on item VII 

, Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
1 - Closed ^n the documents D1-D4 is not mentioned in the desc„p„on, nor are 
these documents identified therein. 

2 Those parts of the description referring to the spirit of the invention (see p.12) 
should be deleted (see PCT Guidelines, III. 4.3a). 
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by a result to be achieved, which merely amounts to a statement of the underlying 
problem. The technical features (type of compounds, reaction conditions...) 
necessary for achieving this result should be added. 

2. The term "transmetilation disorders", in claims 7 and 12, renders these claims 
unclear, since it does not have a generally accepted meaning. 
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Comments on item V 

1 . Composition comprising components A, B and C, as defined in claims 1 -2 and 5- 
1 1 are known from the following documents: 
D1: EP-A-0 347 864; 27 December 1989 (see page 3, lines 7-13); 
D2: WO 98 33494 A; 6 August 1 998 (see Table 3); 
D3: FR-A-2 583 640; 26 December 1 986 (see claims 1 , 3, 5); and 
D4: WO 98 1 8491 A; 7 May 1998 (see p.21, 1.10 - p.23, 1.1 1). 
The subject-matter of claim 1 is construed as a composition containing A, B and 
C, wherein many other ingredients may be present, due to the use of the term 
"comprising", which leaves the number of components open. For tfvs reason, the 
compositions described in D1-D4 take away the novelty of claim 1 , even though 
they contain other components in addition to A, B and C. 

1.1 It should be noted that a claim with the wording "Composition consisting of A, B 
and C" would not be regarded as inventive unless a surprising effect was proven 
with respect to the known compositions disclosed in D1-D4. 

1 .2 Claims 7-1 1 lack novelty for the reasons set forth in section 1 , as they refer to the 
same compositions of claims 1-6. It appears that the compositions described in 
D1 -D4 would also be suitable for the treatment and prevention of the disorders 
mentioned in claims 7-1 1 (see PCT Guidelines, III, 4.8). In any case, the specific 
therapeutic uses indicated in the aforementioned claims have been already 
disclosed: see D1, p.1, 1.1-9 and D2, p.3, 1.10-12. 

1.3 The subject-matter of claim 1 2 seems to lack novelty for the following reasons: 
even though the term "transmetilation disorders" is unclear (see Item VIII), 
cardiovascular diseases appear to be included therein, and D1 and D2 disclose 
the use of a composition containing A, B and C for the preparation of a 
composition for treating cardiovascular disorders (see at the places indicated in 
section 1.2). 



Having regard to the present prior art the subject-matter of claims 3-4 seems to be 
novel, since all the four documents cited refer to folic acid. However, it could not 
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by a result to be achieved, which merely amounts to a statement of the underlying 
problem. The technical features (type of compounds, reaction conditions...) 
necessary for achieving this result should be added. 

2. The term "transmetilation disorders", in claims 7 and 12, renders these claims 
unclear, since it does not have a generally accepted meaning. 



